P-235 HYZAAR AS A FIRST LINE AGENT IN THE TREATMENT OF SEVERE HYPERTENSIVE PATIENTS

Background:
Patients with severe hypertension are at high risk for cardiovascular events. Effective control of blood pressure (BP) reduces events, but generally requires multiple medications. We hypothesized that initial treatment with a combination angiotensin II antagonist/ diuretic agent would be safe and more effective than initial treatment with a single agent.
Methods: We explored the safety and efficacy of losartan/hydrochlorothiazide (L/H) versus a losartan (L) monotherapy regimen in the initial treatment of severe hypertension (confirmed sitting diastolic BP (SiDBP) Ն 110 mmHg) in 585 patients. In this 6 week, double-blind, parallel-arm trial, patients were randomized 2:1 to combination therapy or monotherapy, and titrated as needed at 2 week intervals to reach goal BP (trough SiDBP Ͻ 90 mmHg). Patients randomized to combination therapy were titrated from L/H 50/12.5 mg to L/H 100/25 mg, and patients randomized to monotherapy were titrated from L 50 mg to L 100 mg to L 150 mg. However, patients on L/H 50/12.5 were not titrated at the 2 week timepoint unless trough SiDBP was Ն 110 mmHg. The primary objective was to compare the proportion of patients who achieved goal BP at 4 weeks on L/H 50/12.5 mg vs L (L 50 mg titrated as needed to L 100 mg at 2 weeks). Patients on combination therapy who were titrated at 2 weeks were not considered to have achieved goal BP at 4 weeks. P-values are based on the chi-square test.
Results: The preliminary efficacy data for the proportion of patients achieving goal BP and those responding to treatment (SiDBP Ͻ90 mmHg or decrease in SiDBP of at least 10 mmHg from baseline) at 4 and 6 weeks on combination versus monotherapy are described below:
Changes from baseline in SiDBP (mmHg) for L/H and L, respectively, are as follows: Week 4: -13.6 vs. -10.5 and Week 6: -17.1 vs. -11.6. The preliminary number of overall adverse experiences on L/H was significantly less than that on L (170 (43%) vs. 101 (52.6%), respectively). Additionally, there was a lower incidence of dizziness and headache in the L/H group than the L group. Lab chemistry parameters did not differ between the two groups.
Conclusion: Initial treatment with losartan/HCTZ achieves goal BP in approximately twice as many patients with severe hypertension as losartan, with a similar safety profile. To study the efficacy and offset of action of amlodipine and losartan in elderly hypertensives.
Randomized, double-blind, parallel group study of 12-weeks duration followed by 2 drug free days in 210 patients Ն65 years of age. The initial dose of amlodipine 5mg and losartan 50mg could be doubled at week 6 if DBP was still Ͼ 90mmHg. ABPM was performed at baseline, after 12-weeks treatment, and after 2 missed doses (48-72 hours after the last dose).
Evaluable ABPMs were available in 207,190 and 197 patients respectively at these three visits. The mean doses at week 12 were 7.3mg amlodipine and 79.6mg losartan. The figure shows the effect on the average 24-hour SBP and DBP. Both SBP and DBP were significantly lower at the end of therapy and after two missed doses. At the end of active therapy BP was lowered 18.7Ϯ17.3/11.7Ϯ9.4 mmHg on amlodipine and 12.6Ϯ15.2/9.0Ϯ9.4 mmHg on losartan (pϭ0.002). After the second missed dose BP was still lowered by 12.7Ϯ17.4/8.6Ϯ9.2 mmHg on amlodipine and 9.7Ϯ15.0/7.0Ϯ9.4 mmHg on losartan (n.s.). The increase in BP during the drug holiday was not significantly different in the two groups. The drugs were equally well tolerated. 18 patients on amlodipine and 16 on losartan reported adverse events. 3 versus 2 patients had their dose reduced or discontinued due to adverse events.
In elderly hypertensives monotherapy with amlodipine is more potent than losartan particularly concerning SBP both during therapy and in case of missed doses. 
